Abstract JP2005060408 

PROBLEM TO BE SOLVED: To provide a prophylactic or therapeutic agent highly effective for 
chronic obstructive pulmonary disease and having little adverse effect. 
SOLUTION: The prophylactic or therapeutic agent for chronic obstructive pulmonary disease 
comprising, as an active ingredient, a polypeptide of thioredoxin super family is provided. 
COPYRIGHT: (C)2005,JPO&NCIPI 
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tif*3l4] 



[0001] 
[0002] 

s i^^i-fbs :^^<7)JlHi:=3rDs 'ISttWattflfi^-S (chronic obstructive pulmonary di 

sease:j.:JiT rcopDj hvi^u-t^^t-h^) m^^h-ti>mm&i:3\^m^'th 

[0003] 

'<d)VmmmtH- (Olesel Exhaust Particle: TDEPj tm^'th^t'^hh) t 

fi^:ibtm^tiX\-^h. 
[0004] 

^¥km:mi3\^n^~tt^t(:>tix\^h. 

[0005] 

ifiS-SftT, HrrfEDEPfcil.liKWO^rT/P^'^XSrf^^^&.Iirt^iO, H'ttK 
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[0006] 
[0007] 

[ mm^mk-fh tubco^^ ] 

[0008] 

*%BJ# (^li. T R X s ^epiif tfiae*3 i t^' U >-v N°«coii$M^iO?S}|OTMff ffl ^ * L . « 
[0009] 

it^:R3{i, mimwnm^mmM.tiK mmxit:k.^(DmmiViz^'^x^\^mz-^ti 

11*116 mtm^mm'm^m&i-jK %m^fz\mfm^&. mmit. mm^h^^^ 
xh 11*31 1 6 c ^rtimm(7)^w^^^ ^ L?&^jtcp-r -g. « 

[S^BfltfO^Sl 
[0010] 

[0011] 

mi-mmmm^mz^^xh^ . 

[0012] 

[SfeBJ^ItSfet-l. /ca6to«S«offM] 

[0013] 

f-^l^F^i^V- (Thioredoxin ; TRX) (i, -^COvgttgPfiBa^iJO-Cys-Gly-Cys-F^tC 
L-Fv^'XvStt^ryx;lx7^' \<X'Ji-:t-)^i^-thl2kdacr>^mm^y°i-\<Xhh (Red 
ox regulation of cellular activation Ann. Rev. Inmunol. 1997;15:351-369) , 
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[0014] 

jsjvT«ajfli!)His»H^ (ADF) ^mmhm'[Lv-uzmmLfzT^)yr^i,zi: 

xhh.. 

WMt^i'^l-'Y^i^ylty activator protein— 1-^ nuclear factor— 

K^ts:iLcr,VY-y^Xl,zm-th Ie^H-? <7)$ljffll tS^^&f IJ ^Sit LT V» S ( AP-1 transc 
riptional activity is regulated by a direct association between thioredoxin and 
Ref-1 PNAS. 1997;94:3633-3638) , 
[0015] 

t h^:^!^ H^i'-ytipBS mitogen activating protein kinase (MAPK) ^apoptosis s 
ignal regulating kinase-KASK-DcO^-^-^-zMEjaSr^Jiaf-r-S « 
[0016] 

Circulating thioredoxin suppresses 1 ipopolysaccharide-induced neutrophil chemota 
xis PNAS. 2001; 98: 15143-15148) . S^^{i«^'f•TRX3i^^^Mflart^#^t-rS ^ i: (Redo 
x-sensing release of thioredoxin from T lymphocytes with negative feedback loops 

J. Immunol. 2004; 172: 442-448) t^^^^^h \zX-r>Xm.^^flX^fz. 

[0017] 

[0018] 

vxf. ^%m<^mmmmi>z-:>\^xmm\<zmm-tt. 

[0019] 

^mmmizii\^xm-m^^x\mwL^t\t. mmzii{'rh:f}x^m'<zmi^-th±xc^m 

[0020] 

^mmm\,zii\-^x . bb-f^ri^K^i^y (iitrx) h\i. mAm^i^z^^titio 

[0021] 

J \zm,-thi:^ff:>X-htlhii:. < . ^cr)^^^€4Z-Cy s-Gly-Pro-Cys-. - 
Cy s -P r o-Ty r-C y s - C y s - P r o -H i s — C y s - . -Cys- 
Pro-Pro-Cy s -Sr*t"l)'-Ky ^y°^ K^S^'fl. i>cr,^m^^tll . 
^tl^<7)^Xi,. ^gtt4"L:^(^i^?lJ-Cy s -G 1 y-P r o-Cy s-^:U't^i-:^]y 

Y^>'yXiii'yi-uY^i^y2 i^h^yYOTWrnmi-^i^Y^'^y) mitLw 

[0022] 
[0023] 

*^0B#^>{i, -f:^kK^v->'b7>'X>;x — ■7:;'Vi^;:?>(Cjol.^TDEP (Diese 
1 exhaust Particle: -^m\Wmtf- ) T/P^ft^M L 

fzh^h. VAjVY^Aray-^-^xkzitr^. m{%mifim^xm&Xhh<z):.'k^^\^fz. 
[0024] 
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[0025] 
[0026] 

[0027] 
[0028] 

m^mm^ih>m}^^tih^^ h:f}-^yhLX\±. \i:^-?^y. IL-2. IL-4. I 

L-6, GM-CSF. TUF-a^ifmf^tl. ^Xf%y. I L- 2 I L - 6 {i 

[0029] 
[0030] 

^mmi^zim^m^x^^ummcoik^ms^t lxh. mnaxt/Maco^^-rtixi,^ 
^%^-^xhi.^^v Y^'^y^m^t.fz\mmm^tihm.WbMzik^-t^^bii^ 

X'th. 
[0031] 

[0032] 

^wmz^hi'mti:\-^uhmm±. ±M<7)^^'rfb^\.zm^mz^^'^K^mm.¥^ 
^fflv^T, mmmm<^imtLxmm^fih. 

tmm^mh lxh. m^m. mmm. ^mm±m. mLmm\. im^m. wmm. m 
im. -^mm. mmL num. mmm. ^^j, mmk wmitm. im^^mtwh 
js. m.mmmcn^mmmm\^m^x'% . ^tit^i,tn^ixhmf\<m^-s^mm.^zm 
txmsmsm.m^iii, . 

[0033] 

m\mmi,z^mtt\>zmLx\±. iimmmfihLxmuimM. an. is-ft^hu 

. y >'^^U'>A^i?)MffM'J. x^-y-zl-, rnysv-;^. #.ixn-:/T. 7'F'^^S^S 
-X. ^^/t-fe/l-n-X, .-KUb'^/kfni; K>-^(7)^-^^J, ;<f;k4<^i^>«^;Hr;l'n- 
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:tuy, '^yh^-f =?n-f Y^'r^^commm. mm^)v^^ J^t-TU y^iS. 

[0034] 
[0035] 
[0036] 

mm , m\ mui. .^mm. Ammm) . mmm. §wl j^Mmm:/)mfhfi^. 

[0037] 

T-TU;UT;UrJ— /L-, ^V^^iy^t^ VXT-TU>VTfl^^—)V^ ;KU3j-=3f i'Xf•l/yy;^ 
t•■^ ymmm:^^^}pmM^mmx-^ h , 
^fc. io^-^. ^5tt4^o?§jg^i)iiKt- ^t3^4j-^*^o^. y^'^ii^^i.v^ji^'g-fe 

[0038] 

1^* t T^S# LT i> J; V \ 
[0039] 

aiftffl , -a-iJl^iJ^^tfOE^p°p,&#WS -lirTiiSt- -1. ^ J: t -Ct -1. « 
[0040] 

^zm:&-t^^bifiX'^ttiK mui. wmw^&htz^o. img-iosSK. ff*t 

<{i;l -1 OrngmS. j;0*T*L<{i:l-5OOmggJK-C*^, 
[0041] 

[0042] 
[0043] 
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mmLfz'?^:^CO^m-^^i^ . D E P».«F*iaA (insti 1 lation) Lfz. 
[0044] 

mmmi 

[0045] 

v^'^yizxummm<7)^-i hA-i ym±mm^ 
1 . mmcomm 

. ^m-wi t^. 2 7 GMmmzimm ( i o m i (omm (im^tLfz^^m'Aium 1 5 

L-i?7k^' 5 y 2 0 OmM. jQ— ;></k*Thx3'y— ;k5 0 mM, rmIL-3 1 

0 0 pM-ir*RPM I ) ^f^mi,Z^-th ) tCiS±M#*5fe<7)'ttl (5ml) ^SKL. 2 
5cm2 T^^Xnlcg^SrsKLAnTtS^L^t, 1 iiraBtCtf 7 5XrJtc^L3 Om 1 
crimm^muLfztk. $'^CC23MrHlBt l 75cm2 T^y-^Xat^^Ll 00ml(?)it 
*T-i&«^«Mt/c, iS«iHi&5f)^^.4-5MPBlSfflE}S«i#5t (112) , 

1 X 1 0 ffl«JE?S*EflaS: 1 0 m 1 CO 1 0 %^Jfei!.Jftl*^*-R P M I mMizmM^k. a n 

t i-DNP (Ki^'-hn^x-;!-) I gEfiL#;S:ftl*?lSl - 2//. g /m 1 T'SsJaU. 

1 sBtp^tg«L^^« M^HJRt p B sximm. mtmzMm^m. i x i o ^ mxm i x 
m?^L, 9 6'r:y'u-hiz2ooui-r^mmLi§mLtZo 2-3^ii. dnp-bs 

A^mmms3 0 n g/ m 1 iztc^xo izMt. 1 8mmmmLfz (02 ) . t§»±?f 43 

CO-tf ^ hT^^-f y(IL-2, IL-6)$:ELI S AStliSEt^cIS*, TRXft^HJJE 
iSWsO^fbO I L - 2 i; I L - 6 (7)*ii30\ rj y h D-;k-7^X^*IE)gaJ!atCJ:t^T 
WKtcffi^-oTt (ia3-at>J:t>'ll3-b) . 

[lltti^J] 

[0046] 

1 . mmmm<7)mmttm^ 

1X10 7 fflCOSESSHSa^ 1 0 m 1 <7) 1 0 %Wj^5Sa.m-t^R P M I tgiffitC^M*, a n 
t i-DNP I gEiii#:&*lliaKl— 2Atg/m 1 T-mSlDt, 1 SBtPalt^^Lfc, i 

c^mm^Mifs.LXPBsx'mmk. PBsiz^mmixi o'^ rnxmi x-mmL. 9 6 

i^TP~ht32 5 0^ l-ro?3sjDL*g*L/i» lO jj^S:. D N P - B S A ^ ft**jiS3 0 
n g/m 1 tC^-g, i d t;lJPi. . 2 O^mmLfz, <XI,Z^ 1 0 // 1 c^^je#jh«l«i5 ( 4 m 
M EDTA, 5 0mM HEPES pH7.4. 1%:?'';P3— X, l%-tf7^y) * 

misaL. *±tcav>/if*, t#«±?f^[H|iRLf^ (124) , 

2. tx^-sycosa 

^h-^M-^- h U ^yj^MWrn ( P H 9.5) T'-¥flf ft L J'^ S h o d e X - A s a h i p a k 
ODP-50 4D(^y-) t^ffiift Wa^^JtS»±if 2: ?±Afi: , i^i® 0 . 5 m 1 /^f- 
MW^iS^SEt. t>^^Sy«2rm (lfSBJg:R3 3 Onm. ^3t^«4 4 0nm) "T-l.^' 
avh^''5:7^--Sr^f'3f^, -fi^SSS. TRXft%i|SEillW/&^^><7)b::?.^'5yjS^*3&^ 

, ayhu-ji^-^^x^mmmmm^zitmLxm&xA-yfz (las) . 
[laffiiosm^iiBj] 

[0047] 

[01] DEP^MWF^ftAL/^^, TRXb^yX^xri.y^'V'^X (TRX Ts)^^. 
i;;C 5 7BL/6 V>XiCi3{tl>Wffl^W>i- ( X 1 2, X 1 0 0 ) i^^-f. 

[112] »fi<5ij2cojiK:rs^^-r, 
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[04] mmm3cr)mmrm^-t . 

[05] TRxm^mmmiii^if^yhu->vmm^zi5\,fh\:.xj7^y^\^m.^mt 



[01] 



•■Resistaificifiof;!^ 
Diesel £xbaustParticIes/D£P 



C57BL/6 TRXTg 




la'tratrachesl instUlatioii of DEP 
( %.i mffimiaaik, 34 Iir } . 



[02] 

< 



I 



If 



t H 



(9) 



!RfM2005-60408 (P2005-60408A) 




